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1. EXECUTIVE SUMMARY 

1.1 Conclusions and Recommendations 

Data support the efficacy of Ulipristal acetate 30 mg as an emergency contraception (EC) within 
120 hours after unprotected intercourse (UPI). The observed pregnancy rates for treatment with 
Ulipristal administrated within 120 hours after UPI in two studies were statistically lower than 
the expected rates in the absence of EC and lower than the clinical relevance threshold of 4%.  

1.2 Brief Overview of Clinical Studies 

Two phase 3 studies were conducted to support the efficacy and safety of Ulipristal. Study 
HRA2914-509 was a prospective, open-label, single arm, multicenter study conducted in 40 
centers in the United States. In this study, subjects were treated with a single dose of Ulipristal 
acetate 30 mg, administered between 48 and 120 hours after UPI. 

Study HRA2914-513 was a prospective, multicenter, randomized, single-blind, parallel group, 
comparative trial, conducted both in the United States and in Europe. Subjects were treated with 
a single dose of either Ulipristal acetate 30 mg or levonorgestrel 1.5 mg between 0 and 120 hours 
after UPI. An overview of the two studies is provided in Table 1. 

Table 1: Brief Summary of Phase III Clinical Studies for Ella® 
Study Number 

(No. of Sites / Country) Dates 
of Study Conduct 

Subject Population Primary Endpoints Treatments ITT (mITT) Design1 

HRA2914-509 

(40 / U.S.) 
Nov. 2006 to Mar. 2008 

Women 18 or greater years of age, with 
regular cycle length (24 to 35 days) 
presenting for emergency contraception 
between 48 and 120 hours of UPI 

pregnancy rate, 
calculated as the 

number of 
pregnancies after 

Ulipristal acetate 30 mg 

Total 

1,533 (1,241) 

1,533 (1,241) 

P, 
OL, 
MC 

HRA2914-513 

(10 / UK, 1 / Ireland, 24 / U.S.) 
Apr. 2007 to Apr 2009 

Women 16 or greater years of age, with 
regular cycle length (24 to 35 days) 
presenting for emergency contraception 
within 120 hours of UPI2 

the intake of EC 
over the total 

number of subjects 
administrered EC 

Ulipristal acetate 30 mg 

Levonorgestrel 1.5 mg 

Total 

1,104 (941) 

1,117 (958) 

2,221 (1,899) 

P, 
R, 

PG,   
SB, 
MC 

1 P = Prospective, OL = Open-Label, R = Randomized, PG = Parallel Groups, SB = Single-blind, MC = Multicenter 
2 Because the active control was levonorgestrel, the time frame for the primary efficacy analysis covered the time period of 0 to 
72 hours after UPI (the approved window for use of levonorgestrel for EC) 

1.3 Statistical Issues and Findings 

This review noted one issue regarding the applicant’s exclusion of few pregnancies from the 
efficacy analysis population because the Data Safety Monitoring Board (DSMB) determined that 
these pregnancies were “not compatible” with EC failure. However, the Division reviewed all 
such cases and determined that these additional pregnancies should be included in the primary 
efficacy population. Therefore, this review is based on FDA Efficacy Population that included 
these additional pregnancies.  
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The results using both Applicant’s mITT (modified-intent-treat) and FDA Efficacy Populations 
showed that the observed pregnancy rates were statistically significantly lower than the expected 
pregnancy rate in the absence of EC and met the clinical relevance threshold of < 4%, the 
success criteria pre-specified in the protocol for both studies. Results of the secondary efficacy 
analyses supported the findings of the primary efficacy analyses. The results were also consistent 
across subgroups of age, race and region. The efficacy of ulipristal remained consistent 
regardless of the time interval between UPI and treatment with ulipristal up to 120 hours after 
UPI. However, the effectiveness of Ulipristal (as well as levonorgestrel for EC) appeared to be 
attenuated in subjects with a BMI > 30 kg/m2. Both studies had reasonable dropout rates and 
recruited an adequate number of subjects for the planned effect size to assess the efficacy of the 
doses under investigation with at least 80% power. 

2. INTRODUCTION 

Ulipristal (CDB-2914), a new molecular entity, is a selective progesterone receptor modulator 
that reversibly blocks the progesterone receptors in target tissues. Ulipristal was initially 
developed at the US National Institutes of Health.  HRA Pharma licensed the molecule in 2000 
and took over its development.  

The proposed proprietary name for Ulipristal is Ella®. Ella® is an emergency contraceptive 
indicated for the prevention of pregnancy following unprotected intercourse or a known or 
suspected contraceptive failure. Ella is not intended for routine use as a contraceptive. 

In support of the proposed indication, the sponsor has submitted two Phase 3 studies – 
HRA2914-509 (Protocol 2914-005) and HRA2914-513 (Protocol 2914-004).  

2.1      Overview of Study HRA2914-509 

2.1.1 Objectives 
The Primary objective of this study was to demonstrate that the pregnancy rate observed after 
taking Ulipristal acetate 30 mg, between 48 hours and 120 hours of UPI, was statistically 
significantly lower than the estimated expected pregnancy rate in the absence of emergency 
contraception. 

The secondary objectives were: 

1.	 To demonstrate that the pregnancy rate observed after taking Ulipristal acetate 30 mg, 
between 48 hours and 120 hours of UPI, was statistically significantly lower than the 
Applicant’s clinical relevance threshold of 4%; 

2.	 To evaluate the trend in pregnancy rates over time since the time of UPI; 
3.	 To estimate the contraceptive effectiveness (prevented fraction) of Ulipristal acetate 30 mg. 

2.1.2  Design and Conduct 
Study HRA2914-509 was a single arm, open-label, prospective, multicenter study designed to 
evaluate the efficacy, safety and tolerability of a single dose of Ulipristal acetate 30 mg as 

6 



 

 

 

 
 

  
 

  
 

    

 

 
   

  
    

  
    

  
 
   

 
 

 

emergency contraception, administered between 48 and 120 hours after UPI. Because no EC is 
registered for more than 72 hours after UPI, no active controlled study was performed. The trial 
was conducted at 40 Planned Parenthood family planning clinics in the United States. 

Women 18 or greater years of age, with regular menstrual cycles (between 24 and 35 days), 
requesting EC between 48 and 120 hours after UPI and who met other inclusion/exclusion 
criteria were enrolled into the study after they signed the informed consent form (ICF). The 
schedule of the study events is listed in Table 2. A total of up to three visits were scheduled over 
the course of the study: treatment visit (Day 1, screening phase and treatment phase) followed by 
up to two follow-up visits. The study medication of a single dose of Ulipristal acetate 30 mg was 
administered immediately after all eligibility criteria (including current pregnancy status) were 
verified. All eligible subjects received the same treatment and were assigned an identification 
number at the time of enrollment at the clinical site. 

Table 2:    Schedule of Events: Study HRA2914-509 

a. To be frozen and assayed later only if pregnancy was diagnosed at Follow-Up Visits 1 or 2 
b.To be performed if urine pregnancy tests was positive at Follow-Up Visit 1 
c.To be performed if urine pregnancy test was positive at Follow-Up Visit 2 or if urine pregnancy test was 

negative but menses had not resumed at Follow-Up Visit 2 
d.To be performed only for all repeat enrollments and a selection of women at designated sites 
e.To be scheduled within one week if pregnancy was detected at Follow-up visit 1 and as soon as 

possible if pregnancy was detected at Follow-Up Visits 2 
f. To be initiated if menses did not occurred at Follow-Up Visit 2 
g.To be performed when pregnancy status was ascertained and when amenorrhea investigations (if any) 

was performed 
(Source: Clinical Study HRA291-509 Report; Table 5, page 15-16) 
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If at the first follow-up visit (5-7 days after expected onset of menses) a subject was determined 
to be “not pregnant” by the investigator based on a negative High Sensitivity Urinary Pregnancy 
test (HSUP) and return of menses, or was determined to be pregnant with a positive HSUP 
confirmed by serum β-hCG (frozen pre-treatment serum was also assayed to verify whether 
pregnancy was prior to treatment), the subject was considered a study completer and the second 
follow-up visit (12-14 day after onset of expected menses) was omitted. Any woman who 
became pregnant was to be followed until the pregnancy outcome was determined. 

Subjects kept a home diary calendar from the time of treatment until study completion in which 
they recorded further intercourse during the cycle, vaginal bleeding, concomitant medications 
and occurrence of adverse events. 

Women could enroll in the study more than once, but they must have completed the prior study 
participation before reenrolling.  Safety laboratory testing was performed for all women 
repeating enrollment. 

Sample size was estimated in order to reach at least 80% power for both primary and main 
secondary efficacy analyses. According to previous international studies on emergency 
contraception, the expected pregnancy rate in the absence of back-up contraception method is 
estimated to be 8% according to conception probabilities provided by Trussell et al (1998)1. A 
reduction of pregnancy rate by more than half of this pregnancy rate (4%) is considered as 
clinically meaningful for an EC method for this study by the Applicant. 

Assuming a 2.5% pregnancy rate with Ulipristal in the 48-120h interval, 1200 patients were 
needed to show with 80% power that the upper bound of the 2-sided 95% confidence interval of 
the pregnancy rate is below 4%. The number of patients are inflated by 10% (n=1320) to adjust 
for anticipated lost to follow-up.  

2.1.3 Analysis Populations 
Efficacy was evaluated using the following analysis populations: 
1.	 Intent-To-Treat (ITT) Population (=Safety Population) which was consisted of all subjects 

who received emergency contraception. 

The repeat enrollers (enrolled and treated more than once) were included and treated as an 
independent subject in the analysis. 

2.	 Intent-To-Treat (ITT) Completers consisted of all ITT subjects who met the following 
criteria: 

•	 participating for the first time in the current study (i.e., repeat enrollers were not 

included); 


•	 with a known pregnancy status after EC intake (as stated by the investigator in the study 
completion form). 

1 Trussell J, Rodriguez G, Ellertson C. New Estimates of the Effectiveness of the Yuzpe Regimen of Emergency 
Contraception. Contraception 1998;57:363–9. 
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3.	 Modified Intent-To-Treat (mITT) Population consisted of all ITT Completers who met  
the following criteria: 
•	 Aged ≤ 35 years; 
•	 Pregnancy NOT identified as having been conceived before EC intake (as measured by 

pre-treatment serum β-hCG level and gestational age confirmed by transvaginal 
ultrasound) or as “not compatible” with an EC failure, based on independent evaluation 
by the Data Safety Monitoring Board (DSMB). 

4.	 Modified Intent-To-Treat-2 (mITT2) Population consisted of all mITT subjects, but also 
included those subjects whose pregnancies the DSMB considered “not compatible” with an 
EC failure. 

5.	 Per Protocol (PP) Population consisted of all mITT subjects excluding major protocol 
violators, including intake of hormonal contraception or unprotected intercourse after EC 
intake during study treatment cycle. 

The Applicant considered the mITT population as the primary analysis population. 

2.1.4 Efficacy Endpoints and Analyses 
Primary Efficacy Endpoint 
The primary efficacy endpoint was the pregnancy rate calculated as the number of pregnancies 
after the intake of emergency contraception divided by the total number of subjects having 
received emergency contraception.  

The expected pregnancy rate was estimated according to a method provided by Trussell et al 
(1998) and using pooled recognizable set of conception probabilities. Furthermore, in the event 
that a woman has had multiple acts of UPI before treatment during the cycle, the conception 
probability taken into account was that of the act of intercourse carrying the greatest conception 
probability. The intercourse was determined to be unprotected if contraception not used, or used 
but failed for some reasons. 

Pregnancy status (yes/no) determination: 
� Yes: positive HSUP confirmed by a positive quantitative serum β-hCG at Follow-up Visit 1 

or 2 
� No: if the HSUP was negative and menses resumed at Follow-up Visit 1 or 2, or if menses 

had not resumed at Follow-up Visit 2 and the quantitative serum β-hCG was negative, or as 
assessed by the investigator based on available information at follow-up. 

The pooled recognizable set of conception probabilities estimated by Trussell et al (1998) 2 is 
listed in Table 3.  

The cycle day of intercourse (cycle day relative to day of ovulation) for each subject was 
determined as following: 

Cycle day of intercourse = (Date of unprotected intercourse – Date of first day of last 
menstrual period + 1) – (Average length of menstrual cycle – 14). 
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COPYRIGHT MATERIAL WITHHELD

Source: Trussell J, Rodriguez G, Ellertson C.  New Estimates of the Effectiveness of the Yuzpe Regimen of 
Emergency Contraception.  Contraception 1998; 57:363–9. 

The estimated expected pregnancy rate for the study population using the conception 
probabilities was calculated by the following formula. The subjects were clustered by their cycle 
days of intercourse into 9 groups (< -5, -5, -4, etc.). 

9 9 

Estimated expected pregnancy rate =  N P / N∑ k k  ∑ k 
k =1 k =1 

Where Nk is the number of subjects whose cycle day of intercourse in the kth group, and Pk is 
the conception probability of the kth group. 

The 95% CI of the observed pregnancy rate was estimated using the Agresti-Coull interval 
pq n zα /2 / 2estimation for a binomial parameter, which is p z% ± α /2 
% %  

, where p% = + 2

2 , q% = −1 p% , 
n% +N zα /2 

n N z+ 2 , and n = number of pregnancy and N = total number of subjects in the study % = α /2 

npopulation. The observed pregnancy rate is p = .
N 

The primary efficacy analysis compared the upper bound of the 95% CI of the point estimate of 
the observed pregnancy rate in subjects who took Ulipristal between 48 and 120 hours after UPI 
to the estimated expected pregnancy rate in the absence of EC. Efficacy was demonstrated if the 
observed pregnancy rate was declared statistically significantly lower than the estimated 
expected pregnancy rate and the upper bound of the 2-sided 95% confidence interval of the point 
estimate was also below the estimated expected pregnancy rate. 

The main secondary endpoint was that Ulipristal was non-inferior to 4% (the Applicant’s 
threshold for clinical relevance), which was determined if the upper limit of the 2-sided 95% 
confidence interval of the observed pregnancy rate after taking Ulipristal between 24 hours and 
120 hours of UPI was lower than 4%. 

The clinical trial was considered a success if both the primary efficacy analysis and the main 
secondary analysis (non-inferiority to the clinical relevance threshold of 4%) demonstrate 
efficacy in the mITT population based on subjects who used Ulipristal between 24 hours and 120 
hours after UPI. 
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Additional Secondary Efficacy Endpoints 

1) Prevented fraction of pregnancies 

The prevented fraction was defined as the number of prevented pregnancies divided by the 
number of expected pregnancies, where the number of prevented pregnancies was calculated as 
follows: 
  Number of prevented pregnancies =  


Number of expected pregnancies - Number of observed pregnancies 


Expected pregnancies and the 95% CI of the prevented fraction were based on conception 
probabilities by cycle day of intercourse relative to day of ovulation proposed by Trussell et al 
(1998). 

2) Trend in pregnancy rates 
Pregnancy rates, based on the actual time between UPI and the subject’s taking Ulipristal, were 
calculated for each 24-hour period over the interval ranging from 48 hours to 120 hours.  

Missing Data 
Missing pregnancy status was treated as not pregnant in the analyses for ITT population; other 
missing data was not imputed. 

Subgroup analyses
 

No subgroup analyses were planed and conducted by this sponsor. 


Interim analysis 
An interim analysis was planned using the Lan DeMets’ alpha spending function approach, 
O’Brien-Flemming spending function and an information fraction of 900/1200 = 0.75. The 
critical value for the interim analysis was set to z 0.025 = 2.3397 which corresponds to a 
probability level of 0.0193 and for the final analysis z 0.025 = 2.0117 (instead of 1.96) which 
corresponds to a nominal alpha of 0.02213 and a cumulated exit probability of 0.05. Therefore 
95% confidence intervals presented for primary efficacy analyses were adjusted for interim and 
final analyses. 

2.2       Overview of Study HRA2914-513 

2.2.1 Objectives 
The primary objective of this study was to demonstrate that the pregnancy rate observed after 
taking Ulipristal acetate 30 mg within 72 hours of UPI was statistically significantly lower than 
the estimated expected pregnancy rate in the absence of emergency contraception. 
The secondary objectives were: 
1.	 To demonstrate that the pregnancy rate observed after taking Ulipristal acetate 30 mg within 

72 hours of UPI was statistically significantly lower than the clinical relevance threshold of 
4%; 
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2.	 To demonstrate that the pregnancy rate observed after taking Ulipristal acetate 30 mg within 
120 hours of UPI was statistically significantly lower than the clinical relevance threshold of 
4%; 

3.	 To demonstrate the non-inferiority of Ulipristal acetate 30 mg versus levonorgestrel 1.5 mg 
as EC within 72 hours of UPI. Should non-inferiority be demonstrated, superiority would be 
tested; 

4.	 To demonstrate that the pregnancy rate observed after taking Ulipristal acetate 30 mg within 
120 hours of UPI was statistically significantly lower than the expected pregnancy rate in the 
absence of EC; 

5.	 To demonstrate the non-inferiority of Ulipristal acetate 30 mg versus levonorgestrel 1.5 mg 
as EC within 120 hours of UPI. Should non-inferiority be demonstrated, superiority would be 
tested; 

6.	 To evaluate the trend in pregnancy rates over time since intercourse after Ulipristal acetate 30 
mg or levonorgestrel 1.5 mg; 

7.	 To assess the contraceptive effectiveness (prevented fraction) between treatment groups; 

2.2.2  Design and Conduct 
HRA2914-513 was a randomized, two-arm parallel groups, single blind (subjects and sponsor 
blinded and investigator unblinded), multicenter study, conducted in the United States and in 
Europe. In this study the aimed to evaluate the efficacy of the final dosage form for emergency 
contraception when used 0 to 120 hours after unprotected intercourse, and to compare the 
efficacy of Ulipristal acetate 30 with that of the reference treatment, levonorgestrel 1.5 mg single 
administration. It was performed in 10 centers in UK, one center in Northern Ireland and 24 
centers in the US. The sponsor remained blinded to treatment allocation until the database was 
cleaned and locked for analysis. 

Women (aged ≥ 16 years in UK, ≥ 17 years in Northern Ireland and ≥ 18 years in US), with 
regular menstrual cycles (between 24 and 35 days) and met other the inclusion/exclusion criteria, 
requesting EC within 72 hours after UPI after they signed the ICF. Women presenting more than 
72 hours after intercourse were eligible for inclusion only if they declined the insertion of an 
Intra-Uterine Device (IUD) for EC or had contraindications to IUD insertion.  

The study schedule and conduct were almost identical to that of trial HRA2914-509 (see Section 
2.1.2) except that blood samples for laboratory safety assessments were not obtained and 
subjects were assigned to one of two treatment groups instead of a single treatment group.  

An interim analysis was planed to perform on the first 1,200 modified Intent-To-Treat (mITT) 
subjects who took EC within 72 hours of UPI. In the event that the upper limit of the 95% CI of 
the observed pregnancy rate was below the estimated expected pregnancy rate and below the 
clinical relevance threshold of 4%, and that Ulipristal was non-inferior to levonorgestrel (i.e. the 
odds ratio of pregnancy in the Ulipristal group relative to that in levonorgestrel group is <1.6), 
the study was to be considered a success and recruitment would be stopped. Otherwise, 
recruitment was to be continued as planned. 
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Sample size was estimated in order to reach at least 85% power for the primary efficacy analysis, 
the main secondary efficacy analysis (non-inferiority to relevance clinical threshold) and the 
non-inferiority analysis of Ulipristal versus levonorgestrel as EC within 72 hours of UPI. 

Assuming a pregnancy rate of 1% and 1.7% with Ulipristal and levonorgestrel, respectively, 
within 72 hours of UPI, 827 patients per treatment group was randomized in order to 
demonstrate the non-inferiority of Ulipristal to levonorgestrel using non-inferiority margin of 1% 
with 2-sided type I error rate of 5% and 85 % power. The sponsor later amended the protocol to 
change the margin from 1% to 1.6% in odds ratio because the sponsor claimed that non-
inferiority margin of 1.6 in odds ratio was equivalent to a non-inferiority margin of 1% in 
percent point with an assumed pregnancy rate of 1.7% for levonorgestrel. The number of patients 
were inflated by 10% (n=910) to adjust for anticipated lost to follow-up. 

Furthermore, patients requesting EC between 72 and 120 hours were also recruited to assess the 
efficacy of Ulipristal after 72 hours. Recruitment in this population was estimated to represent 1 
out of 10 patients. Therefore, taking into account recruitment in the 72-120 hour interval, 1022 
patients per group was randomized for a total of 2044 patients. 

2.2.3  Analysis Populations 
The analysis populations were defined according to the same criteria as in study HRA2914-509 
(see Section 2.1.3), with the addition of the following analysis population: 

•	 Modified Intent-To-Treat Interim Population (mITT interim), which was defined as the 
first 1200 subjects in the mITT population who enrolled within 72 hours after UPI. 

The Applicant considered the mITT population as the primary analysis population. 

2.2.4   Efficacy Endpoints and Analyses 
Primary Efficacy Endpoint 
The primary efficacy endpoint was the pregnancy rate, calculated as the number of pregnancies 
after the intake of EC divided by the number of subjects having received EC. The objective was 
to evaluate whether pregnancy rate of Ulipristal was inferior to expected pregnancy rate in the 
absence of contraception and inferior to the Applicant’s clinical relevance threshold of 4%, based 
on the upper limit of the 95% confidence interval of the observed pregnancy rate. 

The estimated expected pregnancy rate was calculated according to the method of Trussell as 
described previously in Section 2.1.4.  Pregnancy status also was assessed as described in 
Section 2.1.4. 

The study was considered a success if both the point estimate and the upper limit of 95% CI are 
less than the expected pregnancy rate.  

Additional Secondary Efficacy Endpoints 

1) Pregnancy rate within 120 hours of UPI: The same primary efficacy analysis was 
performed for the subjects who took Ulipristal within 120 hours of UPI. 
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2) Prevented fraction: The prevented fraction of pregnancies was calculated in the same manner 
as in Study HRA2914-509. 

3) Trend in pregnancy rates: Pregnancy rates were calculated for each of the five 24-hour 
intervals ranging from 0 hours to 120 hour between UPI and study medication intake. 

4) Non-Inferiority to levonorgestrel: The non-inferiority of Ulipristal versus levonorgestrel as 
EC was concluded if the upper bound of the 95% confidence interval of the odds ratio of 
pregnancy in Ulipristal group and levonorgestrel group was lower than the non-inferiority 
margin of 1.6. The superiority was established if the upper bound of the 95% confidence interval 
of the odds ratio is below 1.0. 

The odds ratio and its 95% confidence interval were estimated based on a logistic regression 
model, which includes the Trussell’s conception probabilities (pooled recognizable set) as 
adjustment. Each patient’s conception probability was determined by her cycle day of 
intercourse, where the greatest conception probability was taken in case of multiple unprotected 
intercourses in the study window. 

Missing Data 
Missing pregnancy status was treated as not pregnant in the mITT analysis population; other 
missing data was not imputed.  

Sensitivity analysis 
In order to assess the impact of lost-to-follow-up on efficacy results, the primary efficacy 
endpoint was repeated on mITT interim, mITT, mITT2, and ITT Completer populations.  

The pregnancy status for lost-to-follow-up subjects was imputed according to the following two 
approaches: 

•	 Lost-to-follow-up subjects were considered pregnant. 
•	 Lost-to-follow-up subjects were considered as having the same proportion of pregnancy as 

the expected pregnancy rate estimated based on Trussell’s conception probabilities. 

Pooled Analyses 
The applicant also conducted analyses by pooling data from both studies HRA2914-513 and 
HRA2914-509. However, we consider results from each study as primary and results of pooled 
analyses as secondary.  

Subgroup analyses
 

No subgroup analyses were performed by the applicant in this submission. 


Interim analysis 
An interim analysis was planned when 1200 mITT subjects who took either Ulipristal or 
levonorgestrel within 72 hours of UPI have completed the study. The interim and final analyses 
were performed using the Lan DeMets’ alpha spending function approach, O’Brien-Flemming 
spending function and an information fraction of 1200/1654 = 0.72. The critical value for the 
interim analysis was set to z 0.025 = 2.3876 which corresponds to a probability level of 0.01696 
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Figure 1:    Flow Chart of Analysis Populations: Study HRA291-509 

(Source: Clinical Study HRA291-509 Report; Flow Chart2. page 31) 

Reviewer’s Comment 
•	 The Applicant’s mITT2 population (N=1,244) included three additional subjects who were 

subsequently excluded from the mITT population because their pregnancies were determined 
by the DSMB to be “not compatible” with EC failure. 

•	 The Division concluded that EC failure could not be completely excluded in one of the three 
pregnancies deemed “not compatible” with an EC failure by the DSMB.  The Division agreed 
that the other two pregnancies were pre-existing at the time of treatment.  Therefore, the FDA 
efficacy population consisted of 1242 subjects. 
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Figure 2:    Flow Chart of Analysis Populations: Study HRA291-513 

(Source: Clinical Study HRA291-513 Report; Flow Chart 2, page 14) 

Comments 

1.	 According to the DSMB, one pregnancy in the ulipristal group and two pregnancies in the 
levonorgestrel group (one pregnancy occurred in a subject treated 0-72 hours after UPI, 
another pregnancy occurred in a subject treated 73-120 hours after UPI) were not 
compatible with EC failure. 

2.	 Of these three “not compatible” pregnancies, the Division concluded that EC failure could 
not be completely excluded for the one pregnancy in the ulipristal group.  The Division, 
however, concurs with the DSMB that the 2 pregnancies in the levonorgestrel group were not 
compatible with EC failure.   

3.	 Therefore, secondary efficacy analyses of the Final Study data in this Document were based 
on the Final FDA efficacy population comprised of:  

•	 ulipristal: 844 subjects (0-72 hours, 16 pregnancies total) and 940 subjects (0-120 
hours, 16 pregnancies total) 

•	 levonorgestrle: 851 subjects (0-72 hours, 22 pregnancies) and 954 subjects (0-120 
hours, 25 pregnancies total) 
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5. SUMMARY AND CONCLUSIONS 

Two phase 3 studies (HRA2914-509 and HRA2914-513) were submitted to support the efficacy 
of Ulipristal acetate 30 mg as an emergency contraception up to 120 hours following unprotected 
intercourse or a known or suspected contraceptive failure. Results from the Applicant and FDA 
analysis confirmed that study HRA2914-509 provided the evidence that Ulipristal was effective 
for EC when taken 48 to 120 hours after UPI, while study HRA2914-513 provided the evidence 
that Ulipristal was also effective for EC when taken 0 to 72 hours after UPI. 

From a statistical perspective, the data provided from the two studies demonstrated that treatment 
with Ulipristal administered within 120 hours after UPI resulted in an observed pregnancy rate 
that was (1) statistically lower than the expected pregnancy rate in the absence of EC and 
(2) lower than the clinical relevance threshold of 4%.  Similar efficacy results were also observed 
using different analysis populations (e.g., mITT, mITT2, PP and ITT completers).  Results of 
secondary efficacy analyses supported the findings of the primary analyses.  No effect of age on 
the efficacy of Ulipristal was observed.  The efficacy of Ulipristal remained consistent regardless 
of the time interval between UPI and treatment with Ulipristal up to 120 hours after UPI.  The 
effectiveness of Ulipristal (as well as levonorgestrel for EC), however, appeared to be attenuated 
in subjects with a BMI > 30 kg/m2. 
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